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ff^-tr 'J y 7° n f- 7 --tr 

R & -tr 'J >7dx7 - & C & * U > 7 a x 7 - 

St HP • ^fts gftffl. jBBSaJtJfix H£ • 5Mt* 0 

(Neurath, H. Science, 224, 350-357 
, 1 9 8 4.) o 

1^7^; y— y^T^f"^— ^ — (Sappiro, A-D. , Madani, R. , Hua 
rte. J. , Bel in. D. . Kiss. J. Z. . Wohlwent, A. , and Vassal 1 i, J-D. , J. CI 
in. Invest. , 92. 679-685. 1993) . h o > b* > ( Monard. D. Trends Ne 
urosci. , 1 1, 541-544, 1988), b h MJ 7 •> > IV (Wiegand, U. . Corba 
ch. S. . Minn. A. . Kang, J. and Mii 1 1 er-Hi 1 1. B. , Gene, 136, 167-175, 199 
3), — a - o •? •> > (Chen, Z-L. , Yoshida, S. , Kato, K. , Momota, Y. , S 
uzuki, J. , Tanaka, T. . I to, J. , Nishino, H. , A i mo to, S. , Kiyama, H. , and 
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Shiosaka, S. , J. Neurosci. , 15(7), 5088-5097, 1995). - a. - a •> > 
(Yamashiro, K. , Tsuruoka, N. , Kodama, S. , Tsu j imoto, M. , Yamamura, Y 

. , Tanaka, T. , Nakazato, H. , and Yamaguchi, N. , Biochim. Biophys. Act 

a, 1350, 11-14, 1997) H £ '^ftl y> tlX ^ & o 

S © # g K M 5 * S 0 "T? < . |ft-a-n>tO'>tyxl 
fifc«gfcM4LT^S£<ba<S!£$*lT^£ ( Liu, Y. , Fields, R. D. 
, Fi tzgerald, S. , Fes toff , B. W. , and Nelson, P. G. , J. Neurobiol, 25, 3 
25, 1994) 0 

L ^ L tl & y> . C ft £ -fe" U > 7 d r- T - -if" © Ah rt £ # & 

^mzfthfr*o& fix ^tz^oiti^ytxh 2> 0 

ti , ^'J^^F^O, EGF-l i k e Ulii s 7 * > # - 
N 7 — carboxyglutamic a c i d vti^ 
IC T -y 7" ;l/ K * ■< yU £'©fi££ N W LT^S (Furie.B. 

,and Furie, B. C. , Cell. 53, 505-518, 1988) 0 $J te\ ? U > 7 ' K 

ftT <^ & o 

^ 'j > FV ^ ^ /n* 'J > & d: O' U y 7 

o ^'iOSpi^WL ( Scanu, A. M. and Edel s tei n, C. , B i och imi ca. 
Biophysica. Acta, 1256, 1-12, 1995) x MfcUm^ ic Us ^ T (i . IftB 
L fc ^ w -/V yiz-fv 7.1 J-fyTtJ-K-f-fii? U > 7 K 

i*<^$nT^5. $£>lc, iSff4jI|l$JB?7 > ^ t ^ ^ f 
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^ t tl K> (Cao, Y. , Ji, R. W. , Davidson, D. , Seal ler, J. , Mart i, D. , So 
hndel, S. , McCance, S. G. , 0' Rei 1 ly, M. S. , LI inas, M. , and Folkman, J. 
, J. Biol. Chen., 271, 29461-29467. 1996) . ^jy^HVOil 

£ > ? u7 7 - : J x# s<y ¥ + - U ? - & ^ T IS #> 

tit.** *y v * - \s * - * 4 y x ) v * (srcr) k > 

h (Speract) U-fe7*-. 
r ^ 7r ^-K CD 5. CD6«t'0#4*<Slt>nT^5 ( 
Resnick, D. , Pearson, A. , and Krieger, M. , Trends. Biochem. Sci. , 19, 
5-8, 1994) o 

^a^>/^St?*5®i:*tLT, ? h ( S p e r a c t) 

u4r ^^_^>CD5^J:0'CD6li,^IS^M^>^°^K^*>^- 
t^^Tl^o dCD?l3. JH«^ffl^>^^HCD 6 iig^-t 
6 9 y< tmfrm'&it&ftini&^ft* (ALCAM) T* * S d <h ^ 
I^ft $ CD60SRCRFH > flfit ic £r*£S ^ * & d <h 
i)<t>fr-*tz (Whitney, G. S. , Star 1 ing. G. C. , Bowen, M. A. .Modrell, B. 
, Siadak, A. W. , and Aruf f o, A. J.Biol. Chem. , 270, 18187-18190, 1995) 

o 

$ bic. C D 6 <D <j iS y KT'*5 A L C A M fcU S&tt U 
^- a -Dyi^itTi^:iid^t>ntfc^ CDBIi, AL 

h'y ^ ym&^^tz 9 *? St ^ & 
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7--{fDN A^Sitl) C £: tc $> & 0 $t>C, #£iPJli^&DNA 

oxT--t?£=>- K"T & cDNAi:I( $ tlT o 
-^HTfflK 5' 8IR<S«A^«W«cDNA«:X^'J--> 

&o T^Bfllix ( 1 ) B 7 ~ 1 2 (R?IJ#^ : 6 ) IZ yjk -? -tr l> 
teE&Lfc7 S JWtmm. i^MilH-O.T $ y K ?ij £ ti ^ 

rt: t± * © SB # ^ 7 ?- K^SfttSo 

*H^ti$ bfC. (2)07-12 (K?iJ#^ : 6 ) i:*t7 ^ 
5 7 8 ^ £ 8 2 2 ITC7; ytS^li^^S-b'J > 7 o 

<{ii^l/:7; y KE?1K *SlWiB[|H|-<DT i yHE?iJ*^tt 
-e©-SB3&<^^t>L< iilS!L/:7 . y g?K?i](c 1 J^M^^fi^T 
S y »j&<ttjta3ftrt:7 S y 1ft BE y"J >^ -e ^ at") >7nx7--tf 
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*l|B^ti-$ P>!C (3)07-12 (E?IJ#^ : 6 ) IC * "T 7 S 

y»t^4 o^&i i 2 * t? © 7 ~ j ww.n v> U S t u y 7 'to K 
^>f>il5|-OTO &E?"]* tzteZO-^frX&k L < (ig & L 
/ :T ^ y BE7»K &£^lis£|H]-©7 S 7 KE?iJ £ li * 
K£t> L < till 1ft L/c 7 S J mZMK 1 ft£«&41©7 * J tittftt 
fttzT i J Witin* % & V *l h t V y 7')^ Y * 4 *s * K & * <° 

fcK. ( 4 ) H 7 ~ 1 2 (E?iJ#^ : 6 ) (C^^"7 5 
J W.^^ 1 1 7 ^ t> 2 1 7 tT. Sf 2 2 7*^ 3 2 7 £ , 
3 3 4 ^433 tT'f /:«S5 4 4 7 ^ 5 4 7 i tf ®7 i ; H 
E7>J ^ t> S X # ^ V ^ +• - U * 7 * - •> X x -f > 'J «y f- (SRC 
R) K^^ViP] — OT^. y«E7iJ* A: Xfct> L < li 

B * t tz 7 i 7 K E?«J * & ^ I* S PI - © 7 S / &E ?'J t tz li * © 

l < t*B& u:7 i ; mw.n^ mzvLtomoT z ; 

#i£Hjjt*$ bi:, ( 5 ) ±15 ( 1 ) ~ ( 4 ) ©^■rn^J-lEtt© 
■b ij > :/ u x 7 - -t?\ K ^ 'f >£fcti**lt>©SB#'*77- K £ - 
Ft SDN A^iit^o 

#fgBEte£ t>»c, ( 6 ) ±IE ( 1 ) ~ ( 4 ) o^fti^i:E«© 
-fell >ypf7-t\ K> 4 yS/cti^-ti^©^^^^^ K £ 3 - 
FtSDNAi^ h U > ^ * > MiittTT^W/'J ^ '4 XL. ^ 
o N -trD>7 p ox7--b:\ K^^fctet-fctlb ©.95 # ^ :/ ^ KJS 
ft*ttS^7f K^n - Kt5DNA?:llit5o 

* IS Eli 3 £ic N (7) BU IS (5) X (i (6) (cfe«©DNA^ 
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t>tc. ( 8 ) lute ( 7 ) (clBig©^^^^ ^-tc J: 9 

*%mizz ( 9 ) luie ( 8 ) tzitm 

C i^i^it^-fe U >.7'ox7--b\ K ^ 4 >£.tzte 

*f|Bflte$ t>JC (10) mis ( i ) ^ £ ( 4 ) © ^f-'tl^MCfS 
i& © -b 'J > 7 u x 7 - -b\ F J << yttzttZtHhO&ft*?? K & 

* n it £ t> k N (i i ) itj hb ( i ) ^ h ( 4 ) © ^ -f n ^ ^ se 

f & © -b <J ^Df7-t\ K ^ 'f >U< te^ftb©SR#^7°f- K 
SfctiffifSE (5) (6) i:E«ODNA^Il^41gtttt 

12li7-)X • -b 'J >^nf7--lf^3 - KtS c DNA©JSI 
13 ^ ^ X • -b 'J >ynf7-ir'^3 - K £ c DN A©S1 

e?i|©-sb#. & * tuw *t £ 3- s 7 ^ y ke^jSt^-^o 

04 li7^X • -b'J >7o-r7--b'£3 - FtS c D N A © S 
El 5 ti "7 £ * • -b'J >^Dx7--b'^3 - KfScDNAOiS 

e?«j©-s&5K ft s 7 ^ y KE^J^^-to 
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n o - £R % , s. : ^ ft ft j£ t & t i j wt se n £ ^ t <> 

0 8 (it h • -feU y7°o-f7 - - K I - & c D N A © 
?i] CD -SB Rtff *ii:^*tS7 ; ; $? ?ij £ * o 
■ 09 (it h ♦ -feU >yDf7--tf^3 - Kt^ c DN AClgSK 

0 1 0 (it r- • U y^af 7-t'^3 - Kt5cDNA©ifiS 

01 1 (it h • -tr »; >yof7--if*3 - KtScDNA©HS 

01 2 (it h • -fe'J >7Px7--fef£3 - Kf ScDNAOJti 

0 1 3 (i. -7^7 ^O&ttgfcfctf D >7 P OT L 7--lf'ilfe?© 
g^^TKf Northern blotting f & & o 

7 ^7 X t 'J >7 p nf7--tf^3 - K 5 c DNA©^o-->f. 
(i. £f\ Sftt:^^tfiilU:7^x|ift*iTiRNA^bc 
D N A 5 >T 7 5 «; - fcftill U & , ft8LfccDNA5^7'J 
- £ -t? D >7 p Dx7-^*f--^^t)<i:iC7 :r 1f-r Hf:PCR^7 

k 1" z t "fMz ti -s t p - y v> * ? v - — > £ l o 

f©ISl> #fgBS#£(i> 7-?XBSSP-3U^U:2. 7 
kb© c D N A^^it i-f&#J L/Co ibtl/ccD N AIE?iJ£ 

fSt: J: K> H^fclSSx 7 0XBSSP-3 cDNAli, -b'J> 
•f u 7- 7 - Hf K ^ -f > tf ^ t) tr < * 'J > ^ H ' t -i y y> \z x 



7 



WO 99/05290 



PCT/JP98/03324 



? y ><5 M £ ? - K L T ^ S £ i d< £ ^ t o o M L ^ ? 
XBSSP-3 c DNAiix l o©? 'J >^FH ^ 3o© 

&tc. $iLf:7^ X B S SP - 3 c DN A£M£7p-7£ 
Lt N v*X&l»g:fc£tf^*IIB&&ftKfctf *^** B S S P 
-3 m R N A©2£3!£«tS L fc £ £ 6. 7^^§8gi:fe^tli 

^ 7^XBSSP-3 m RN AcTD^^li^SB-eiiM^^tinf^ 
o /Co Hft#i]£llM 2 icIEtfe-T So C © C tfrt^ ^nBSS 
P-3 mRN Alls ^Rlc^^xiStflSSLt^iC i*<lt© 

£ b SC . 7^BSSP-3 c t Y Km 

cDNA7^7'J-^X^i--> LfcfSH. t h B S S P - 
3 cDNABit5:ii:WU;o ^©^m. #2£SB#fc>tt 
. hhBSSP-3cDN A "AW** XB S S P - 3 c DNA©-^ 

H , t FBSSP-3 cDNAC^t'J >yof 

> / * * g £ n - KfSDNA^COS- 1 ffll"eliU:t:6> 
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Ja±©*§£^. ^@#ILf:-7^XfcJ:0='t h B S S P — 3 

|B|0?nBSSP-3 cDNAfcJ:tf7nBSSP-3 
c DN A^=J- KLT^SSrSfctl* >^?Hli. 7>m£ 

©tbBSSP-3 cDNAfcitft KBSSP-3 cDNA 
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£D^l/*f KK^IJ HTll-6 (E9IJ#"t : 3 ) fcitfU- 
12 (@£?iJ#^f : 5) iZTTst 7 ? U * ^ KE^iJ^^^t" 5 

it:i^ N PJ C 7 7 g£ @£ £ 3 - Kt58*©? ^ U 4* f- K IE ?'J 

* 16 cd 35 ^ -fe U y^o-fT--*?^- K & D N A & ic (i 
. H ife IE c D N A£*# 5 £ i^Tri 5 *^ -ft 
Id R5t 3 tittle „ -t-^*>^x ^it'J >yDf7-^®7^ii£ 

F7Ty-i«It£^h7f ^-ia^)cDNAHT?o--' 

01 /t te\ Ii^llt:*t^^iDNA ( ? ? 1/ * f- F ) 7 ? << ^ 
-^ffll^^'J^7 (PCR) {c«fct)^o-->/ 

#fSHfl©D.N A li $ bi:*'J >^dt 7-^'gt^tt61fit 
f:iilIS^3 - FU 01-6 (E?»J#^ : 3 ) ifc(i07~l 
2 (E^lJS-t : 5 ) KE?fl t'W ^'J f ^Xf^DN 

Afc^ttl^o >W 7'U ^4 > a >CD-^^J^^«^* 

#ICfc^T«fc<*nt»nT*5f9 (01*. tf. ^^E^^B^itflJ^, #± 
*±s "^Vtf^n y-^»fe-> 'J -XafeT-I^&lfcifi" x Vo 
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1. 5 , No. 1 1,2 4 - 6 0, 1 9 8 7 ). fe&mfe *> £ ti^M% 

,81-6 (E9lJ#^ : 3 ) * fcliBI 7 ~ 1 2 (E?iJ#^ : 5 ) JC 

fc*© — jRW^-ati^^^l-fc^Ti; <)Dt>*lt^5 (Current Pr 
otocols In Molecular Biology, John Wiley & SonsfcU W> 5 MTkXf 

m 6 no o 

?^^iaoti)ilt^:^^Ho d n Aclh^^jSti^m 

3 9 6 DNA/RNA^Wtit'Sffl Lt§Sf*5. ft o T . ^ 
B 1 ~ 6 (E*J#* : 3 ) *fcttB 7 ~ 1 2 (E?U#^ : 
5) i:*$n^?^tf KE7>J©DN A^^^(C^^1-S Z. t fi< 

X- £ So 

#f|B3 ©^SSM-t? V > 7 a -r T - -tf ££*© =» K>itti^S 3 
K>i:«t03-Kt5DNAtt, mmoZt < ft^^fi^a 
tKHt^ £ fcEl 1 ~ 6 (E9IJ#-^ : 3 ) 2 
(E7U#^ : 5) ic^t^ U t f KE^I^f t 5 D N A X ii R N 

^(site-directed mutagenesis)^^ 
SlctotlKat^ (fllx-tf. Current Protocols In Mol 
ecular Biology, John Wiley & Sonsft. H8*£#M©c:£) 0 

c -9 it, -it s y »e?ij*<^^$ tmii\ c©^&r s j m 
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-fcr&tt£*t*# LTt«* & # U ^^f- H\ HUlE^.^T S J St BE yiJ b 1 

^iiLt^ s * y ^^f- h\ Huia^^T s y g?ie?ij#© 1 ~*£& 
j@©7 s y n^Hbor ~ ytfcic«fc08§&*£ttT:fc*)tt*5-fey y 

yofT-t'gtt^ItUl^^'^^^ ^ ±12© 

t i ; wttttia&g. 7$y®?i&ife£fi;&t>'7iyi£t&^fi«& 

T ^ y ^£7>iJt . h - X'W >f > ^ o t- ^ > (m 

altose-binding protein) f 0&^©itU 

ft ^ t> t < tt££fcfflgfi£fcii&«£3£ttg-e^#-fe y 

x T - -tr iC ft *P $ n tz •> / * -f f" K © * tl fw ft# L ; & t> *> 
L < (is 1 ~ 1 0 ©ftflnj&<*tf btl&o 

0. ffi L< (i 1 ~2 0, £tz. *t 'J >yaf 

x r s y ie©£fctex t 'j >^nf7-^'gtt^i^$ti 

S ct r> fcifcfK tlx Witfx 1 ~ 1 0 N L < fcU 1-5 

^ £> {}* £ tl & o 

ttz, *HWJC*5^Ttix 0 1-6 (Sr2?iJ#^f : 4) *fcli07 
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~ 1 2 (Se^ij#^ : 6 ) C^tttl^TUlff 5 1 7 t> 7 
6 1 fct* 5 7 8 i^ 8 2 2 tX-<D7iJ g£K?iJ^ b& * * 'J 

>yD ^ 7 _^ K y^> N 01-6 (ie^JS^- : 4 ) £ fcliEl 7 ~ 
1 2 (E?l|#^ : 6 ) \Zffit*tl*:tl7 ;/»H85^bl57 

K;M tfcttH 1 ~6 : 4 ) * H 7-12 (E 

: 6) **ft7 ^ <> 1 6 6 & 2 6 6 tT\ 

S^- 2 7 3 j&>5> 3 7 2 ^ t> L < 3 8 6 4 8 6 iT?Jfc 

te#^§- 1 M^^2 1 Ut, 2 2 7 ^ 3 2 7 £ T's #^3 

3 4 4 3 3 H(lil^4HA^541*t'®T;y 
B* E?i] ^ t> S X ij ^ > * - \s * 7 * - •> * ^ ^ y ,j ,y ^ ( S R 

cr) K^-fvfcfc&u c tit> f stsa-rs^s 

tc <fc h & Hr U > 7 a -r 7 - V O V) $r \z. X <0 ft o C t £ . * * 

o tKt>%, # 16 >9J © * V > 7 D r 7 ~ * fc {i K ^ ^ v * 3 ~" K 
««±*te«w#AL. tSi>£M£±S«U UTl^H 4 ift 

;Mbtt£ © C 7 i/;Mk£ ftfc5&Tm hftX t> J; 
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. H£fe#l 4 ic|E« L/c h U -7 •> ^ ? ^H^'Jfc «fc > 

4IHT«li, ( Escherichia col 

X) x '< i/ )\/XM ( B a c i 1 1 u s ) IB I, 01 z. '< > ^ 7. • X* 
7f |JX (B_. subt i lis ) fiffl^SCi^TlSo 
tlUtli^S> >y # p ^ -t? X ( Saccharomy 

c e s ) JPI»#x If" 7*o;tX« tl/t''>x- ( S_. s e 

r e v i s i a e ) N $ 0 II « » £ #1* m&Mx a # 

fflJjS ( Spodoptera frugiperda ) . * + ^ V 
jV-y<-m^ ( Trichoplusia ni ) . f] 4 ^ IfflBS ( 
Bombyx mori ) . HhWU. W x. 1$ t bM. V frmU 
x xlffllfi^ mftftfc (i, COS-1M. Ve rolSS, C 

h oiss, Lmm, i --?mm. c 1 2 7iiia, balb/c 

3T3ii, Sp-2/OiEf^ftfflt5:<!:^t^o 
i:M^tli$ £tc N ^Jx.tfM*x fll # >f n N 

(/<+ao (li) . 7?f--7 (i&M8&) ) Wfr&m 
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£ ft. a c ~f v * - ? - , t 

o 

y/D^e-^-^s ffij^l^SSiLTiiS imi an Vi rus 4 
0 © e a r 1 y H ( li 1 a t e "/ a ^ - ? - N CMV^o*-^ 
_ n Hsv-TK"7o*->-£fct±SRa7o*-*-3?A<&tf 
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(1) t'J >^nf 7--lfft#Ii^ffll>/:PCR 
7^XlSmRNAOil«v RTG-T-p r imed f i r 
st-s t rand ki t (Pharmac i a) £E!^T^# 
© ic & o T ft o 0 z>tltzmRN A 5 u 1 ( #J 6 # g ) i:t 
'JidT^7^7-2 ^ 1 (Ug) £ jto *. , 7 0 °C T' 1 0 ft 

COitttmRNAC, Ml©5xFi rst strand 
buffer (250mMTris-HCl pH8.3,3 
75mM KC1, 15mM MgCl 2 ), 1 ja Id OmM 
dNTP, 2 // 1 © 0 . 1M DTT, ^ * ^ ;U fc° p # - tf' * - b 

( d e p c ) mm l tz m § * £ # 5 # 1 (1 0 0 ou) ©sup 

e r Sc r i p t 1 1 R T £ ft] X. . 3 7 X: T 1 Nf R J£ $ o £ 
7 LT% btltz First strand cDNA^f->7 B L/- 
FiLT-tr'J ^□f7-tTOI^ffl^/: PCR£fffcofc 0 

y^'f^-HT, ygft^s (Hi s) ia^or^y 

(N-Va 1-Leu-Thr-Al a-Al a-Hi s-Cys 
) £giCiS?iJ#-f : 1 iZTfit* 'Ji7-KY1 8 5 ( 5 * - G T G 

CTC A C N GCN GCB CAY T G - 3 * ) J: If 
gtt^S (Ser)IgOT; J&&&m& (N-Gly-Asp 
-Ser-Gly-Gly-Pro-'Leu) £ S JC id ?0 # : 2 
tc^tt'J ^^-KY 189 (3' -CCV CTR AGD C 
CN CCN GGC GA-5)£^ft-eft£j£Lfc&©£ffl^ 
fc 0 Taq DNA polymerase (Amershamfcfc 
) ^i^TPCR^iTott, PCR5iS«[*p CRIK^^ - ( 
1 nv i t rogentt) i:t/^-->Rfco 
(2) x^J-z^'ffl7n^mRNA®riflll 

7^XffimRNA®iHt^ Fast Track m R N A 
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Isolation kit (I n v i t r o g e ntt) iffl^t 
M©Xti:aotno/: 0 t mtotfrW x<D±m\z.l 

5 ml © L y s i s Bu f f e r £ 2)0 x. . f7o>H^^f- 
X tz /c^:*t^t^XU:o * €■ * >f X L fcU &^1§5 £ 

|i^2 1 *f — i?©aMttt- 3 Hit L iz<D £ N 5 0 mlOiS'hW J- A 
*U 4 5 °C0 7K?§4 3 T- 1 ISISK ^ ^- S/ a > L /Co 

4 y * a - i/ 3 > & % 4 0 0 0 x g x* 5 #RB&& L X if h ft tz 
±fit£BiJ© 5 0 mlOM'fomizAfts * CC 5 M NaCl 9 

il Lfco ( d T) -t?;Uo-x£li£tox.. 

2 tfRUM^-tt^m. i mm®-? < oiiHfc. 1 s^m. 2, 
0 0 ox g T5£(ga&u ±m*&s\itz®.. 2 0 mi 

o 

fcl;:,. 1 0 ml® 3 mifc ft Lfco ftl*#fe#&s * 
l) 3' (dT) -t?;U o - x£ 8 0 0 // 1 ©&&7ll£#fc#& J-M L > 
Xf>*7 AtC A*l. 5 0 0 0 x g X 1 0 *Hg0£&iifcf££ 3 ©££ 
<9igL/Co 8c#&. 2 0 0 # 1 ©^HiiiM^inx.. 5 0 0 0 x g 
X 1 0 tJ>R3©£&£ 2 @tt«3 ItC i(;J-M0 0//l©mRNA 
?§&£^/co mRNASi)[i^tfti:ai\ i * y ^ifcR «fc 9 
mRNA^Isl^Lx 2 0/zlODEP CtelLfcIS*t:*iLfc 

o 

( 3 ) cDNA^y^'J-^^X^J--^/ 
<I& 1 > c D N A 

^Jfefll 1 ( 2 ) xm bfttzm R N A 5 m 1 (ft 6 // g ) C * >J ^ 
dT Notiy^7-2//l ( 1 # g) £fiPX-s 7 0 °CT 1 0 
#Hg&Lfc&s ftcfe&fcLfco :©i^ttmRNACs 4 // 1 © 
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5x I-ilftt (2 5 OmM Tris-HCl pH8. 3 
, 375mM KC 1, 1 5 mM MgCh ) , [ u \ <D I 0 m 
M dNTP, 2 u 1 (D 0 . 1M DTT, DEPC®1L/:I§ 
7R& J; 5/zl (1 0 0 OU) OSupe r ScriptlIRT 

£ IB 7L . 3 7 °C 1 B$ FbI £ Jt -5* it tz o 

fti;, :©SfL^fC9 1 1 ODE PC&lL/clg^s 3 0// 
KD5xII»«i» (1 OflmM Tris-HCl pH6. 
9, 4 5 OmM KC1, 23mM MgCl 2 , 0. 75mM 
/3-NAD+, 50mM (NH, ) 2 SO, ) , 3 jti 1 O 1 OmM 

dNTP, ( 1 0 U) O^II DNA *) if - 4 u 

1 ( 4 0 U ) ©*fl§® DNA # U /• 5 - if £ =fc 1 u 1 ( 2 U 
RNase H£iD;L. 1 6 °C T 2 B$ 2 ^ 

1 (10U)OT4 DNA U ^ 3 -4? ^JDX. 1 6 °C1? 5 #Pb1 

££tc. 1 0 H O0. 5MEDTA^l!0itl^L 

1 5 0 fi 1 © 7 x y - ;W : ? P D * ;l/ A : -f V7 ; ^7/1/3 
( 2 5 : 2 4 : 1 ) £2n*.* flfc#& 1 5, 0 0 0 rpm ^55}^ 
L. ±«£@i& L fco ^ t> ntz±m^, 1 0 /z 1 (D 5 M KO 
Ac, 4 0 0 w lOi^y-^^iJD^IflL, 1 5, 0 0 0 rpm T" 
1 0 ftmM'b L/Co LTi £ tl*:i£f§:tl£ 5 0 0 u 1 © 7 0 % 
x^;-;^Il\ g<S^ts 25//l©DEPCiIU:I@ 

<I*I2> EcoRI7/^^-©MllD 

BUX^T^i btlfc 2 #ij£ cDNA25/ili:i 0//l©5xT4 
DNA HSIIiS (2 5 OmM Tris-HCl pH7. 6 
. 50mM MgCl 2 , 5 mM ATP, 5mM DTT, 25 
%(w/v), PEG8 0 0 0), EcoRI7y/^-i$l 0 
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/z 1 ( 1 0 # g ) & £ 5 /z 1 ( 5 U ) © T 4 DNA 1 i g a 
s e £ in X. . 1 6 °C (C T 1 6 B$ fS K I&& ^ 5 0 zz 1 © 7 x y - ^ : 
?DD*;^:-fV7UI/7^3-;l/ ( 2 5 : 2 4 : 1 ) £ JD X. 

1 5, 0 0 0 rpm T 5 55" fal StU ±7it £ HHR L o 0iRL 
±» IC v 5//105M KOAc, \ 2 5 » \ J -fr&iB 

L. - 8 0 °C, 2 0 #F B 1&iP&x 1 5, 0 0 0 rpm T 1 0 ft 
m&bLtio 3&<bLXmt?fttzfcm®& 200/zl<D70%x?y 
-;i/T8fct.^ i<S^t, 4 0// lCDDEPC&SLfclBgTKlciS 

<IfI 3 > X s X 1 flt©7^"-^3> 
t>f X^ILfccDNAj&S3mlia g t 10 (EcoRI 
tO»r) 1 1 (5 0 ng) 1 1 zz 1 ©D E P CilLfcIS 

tKx4/z1©5XT4 DNA ilfg^IM. 1 xz 1 © 5 x T 4 
DNA U ^Jn^L^fiT 3 titfURlb $ -fcbrtio 7x7-^:^ 

Dd*A'A:'fV7^74'3-;l/ ( 2 5 : 2 4 : 1 ) }ft (ti £fx ^ 
s 5 /z 1 (5/zg) ©yeast t R N A , 5/i 1O5MK0A 
c <k 1 2 5 /z l <D 3- 9 J — Jl^tiUZ-ffiW L , - 8 0 °C 2 0 ftffi 
1 5, 0 0 0 rpm X 1 0 #Rilgjfr L fco IX n y> tltz 

ZfcJi*^^ 2 0 0 fi 1 © 7 0 % J- 2 J ~ JlsX&i^^ g < a^Sfcx 5 jtz 
1©TE (1 OmM Tris-HCl p H 8 . 0 , ImM E 
D T A) izmffi Ltz 0 

<I1 4 > -y y- ^ > 

I13t{|t)tl/:7^ y--> a >tcDNA^G i gapack 
Packaging Extracts (Stratagene 
) Jffl^t^^-^^Lfco tttfc^ 0 . 1 u g / # 1 © v 
¥-•> 3 >t c DNAilf^ 1 u 1 h^WOF r e e z e - 

thaw Extract 1 0 zz 1 £ #D x. . £ £ ic N ^ -y h 
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IftOSonic Extract \ 5 u \ &W.*> lzj)U z. & < M 

Witzo gfi-e 2 h#mi$u 5 0 On l©7 7 -^fl?iSI ( 
lOOmM NaCl, lOmM MgSO, , 50mM Tri 
s/HCl pH7. 5, 0. 01% M 5 f- > ) £ in . £ £ 
. 2 0 /z 1 © DotWl/A^llDX.fco .tdftLtt, tSTl 5 
0 0 0 rpm , 5 # & L /c ± fit £ 0 JR L . 7 r - ft 3t 

<XII 5 > H^7 l J-OX7'J-->r 

^ifeW 1(1) r-mtltz D N A»rft£ BcaBest D N A 
1 abe 1 ing ki t (Takara) a - 32 P 

dCTPtllU -fa-zTZftUltZo £©"7o-7-£ffl^ if 

xg-etf t>nfc*«j 4 o 71? d - c d n a 5^7*7 >J - y 

-->rLfco #J 4 0J5m(D?u-yfrt>^ IADNA 

*rH"®*feSI<^a->pUC 1 8/raBSSP-3/l - 1 

pUC 1 8/mBSSP-3/l - 10cDNAO^IIi2, 5 
9 immm-C. 2 4 4 mMtt<D. 5' 2 2 8 3 i&K*t© 

tiJVT'ofT-t'F^O (T^y^H-t: 5 1 7-7 6 1) £ 
^ - K3- S tf < * »J > K ^ * > (7 i S : 8 5 

~ 1 5 7) t£ h t>* l£ X # < > v + - L/ -fcr 7 ^ - -> X f- J > U -y f- K 
y >T > (7U Ky-T>l: 1 66-266. HV-r>2 

:• 273-372. K*>f>3:386~486) £^fr$r$l« 
^^^l^3-FlTl^:i^lb^iti:o/:o p U C 1 8 / 
mBSSP-3/l-l©cDN A (D £ SI£?>J «t #tJ& f & T v 

jmnimzmi-G (e?"]#^ : 3 ) la:., 
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Hjjfcfflj 2 . mBSSP-3g>Northern blottin 

7^xM0total RNAte. MJV/^I (H7f ^ 
p v> — ) ^ffll>Ti#©)iCti:t^TilU:o 

i:^-;HXL, m^nmo 1 0i£« C^J 3 ml) © b U V^/K* 
^Hi^C cbdJ: <0®.m$:feMLtZo £ bfc. * n a * ;U A 6 0 0 
//l^jmx.TljlU 1 5, 0 0 0 rpm , 4°CT'l 5^F H 11^U: 
o il>i>&. Tktg^SIXU 0iRL/c7Kffi^ 1 5 0 0 // 1 ©>f V^p 
-jV^jja^xmWL, 1 5, 0 0 0 rpm , 4 °C 3 0 ftffi&b 

X©fla©&M©£R N A 4 0 On 1 ©D 

^-C7'D.yl>U;o p U C 1 8 / m B S S P - 3 / 1 - 1 

zmmmmE C oRi-esitutt2. 7 kt> P ®dn Amxz&m 

•ML. MiE©*^Ta- 32 P dCTPTlltKiia 
- 0 7n- 7 °%W i &(D^VKm&^®.frt>MnLtzt o t a 1 

^biiUcmRNA^T-ny hLf:> >^7>7^^- ( * n 
>f--y?t±) t5 5°Ct-|^W7''J ^^X$tf:t^ *ft*'ft© 
^77y7^H-^0. l%SDS^#t:2xSSC (15 0 
mM NaCl, 15mM Sodium citrate)tl 
2 0»BI, a^t, 0. lxSSC, 0. l%SDSi:ii6 

5 °C, 3 0 ^RH"? 2 [sl#fe^ BAS2 0 0 0 ^ - ^ > 

h (|i?|7 ^A) C3 0 # IM ft $ ^ ° 
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T © IS 31 IS #> &ftttfro /Co IS3!iix feft 2 . 7 kb 

^flSffil 3 . bhBSSP-3 cDNAO^p--^ 

h HBcDNA7^7'J-l^ ? u > x »y * tfc J: «9 » A L rt: o 
70XBSSP-3 c.DNADi^/^H-^T/l'f k K £ ffi ^ 

7J ? o - y © t HjcDNA7^^7'J-^^^ D - - > L 
pUC 1 8/hBSSP-3^if:„ 
pUC.18/hBSSP-3 cDN A ©HSR^EEWIn 7")XB 
SSP-3 cDNAtliCtiJ >^nf V ( 7 v 

y ^§ ^ : 5 7 8 — 8 2 2 ) * □ - Kt 5 (f^DTtt < ? U > ;U 
K -/ > (TWSIf : 4 0 — 1 1 2) /ibtfi^^'^^t- 

i/ty^-^fO'j^hvo (7-;y k ^ >r > 1 

: 1 1 7 — 2 1 7 . > 2 : 2 2 7 ~ 3 2 7 , F > > 3 : 3 

34-4 3 3. > 4 : 4 4 7-54 7) *<kt>&&9 > 9 

L^L^£*<t>x ?nBSSP-3 cDNAO-^IIA^f 
& $ n £ t> © <h li t> ^ £ 0 x X^j'O^t-Hry^-yX 
fO'J .yf F^>i^nBSSP-3tii3otWOi:*f 
LT, fc hBSSP-3li4offcS:ii<|b^i4"3fc, pU 

ci 8/hBssp-3 ©i^sae^jfc «t # s r i j warnm* 

0 7-12 : 5) (Ctk-To 

Hafeffj 4 . bhBSSP-3 cDNAi)^ - Ft^lfrit'J > 

ypf7-i!iici^>^)ig)Biattg)iji 

( 1 ) 11^7 x ^ K©«H 
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pUC 1 8/hBSSP-30DNAlf^<!:pdKCR<^- 

tlJ ^ Df7 _^ hB SSP-3 5 X J FpdKCR/h 

BSS'P-3^il/:o 

' «±«i:EcoRI, 3' «T»i:BspMl«l8i*Bi»tt 

pCR/TrypsinII^5X;F4f^l^-bHfcPC 
RfcfHK ^O^tl^flJPSS^ (E c o RIfcctO'Bsp MI 
) H it'ik lfo 7 5bpODNAiJi^^i ' i^lto IrI^M^-n t 
h B S S P - 3 <DJ«* ^^|43-Ft5DNA©iiti:Bs 

p m i aH**B««{i*ttin-*-* J: "3 i-xlf >f > Lfc75 * 

P dKCR/hBSSP-3*f^l^-bHtPC 

R£fr^ *©S^£fBIIB»* (B s p MltitfBpu 11 
0 2 I ) tfmil&s DNAifr^^I'ii^- 

^mE«3-Ft5DNA«rfift.t ^SSP-3©s£l 
rz/^i^^-FtSDNAifi*, Stated. MUffe (B 
sp Mlii^Bpu 110 2 1) TiiitlfcpdKCR/ 
hBSSP-3^^- |:5 ^""* >3:/ ^ ^lUMl 0 9 £ 

NA^^t3P--^PCRfti:i^EU K (P 

dK.CR/Trp-hBSSP-3) 
(2) C 0 S - 1 fflllSt-fctt S££ 

gffiffl 4(1) T'ftS L*:*^ 5lfi?DNA* >J ^ 7 x ^ f > 
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(Life Technologies) ^ffl^TCOS- 1 ii 
i:H>X7i^y 3 >L/:o 1" & . it S 1 0 cm© ±£ft # t * 
is a. (Corning, 4 3 0 1 6 7 ) I 0 %V ■> lj£ !E ifil « £ # 
t;?*;^ n ©*a>^S^H6 (DM EM, BtK^H) TCOS-11 
1^5X1 O 5 SB HSte*. SB. Opti-MEMi£*l&(L 

ife Technologies) 5 miTM£ U > X L 
fr L ^ 5 ml© 0 p t i - M E M i£ tfe £ So 3 7 °CT- 2 BtFtHigft L 

#7x^f->5it£ g ©M^Jtax.. 3 7 °CT 5 £Hia*£ft L /Co 

Opt i - MEMigi^5ml|)Di, ^ft 1 0 ml i L . 3 7°CT 

7 2^r H i^«L/co m>bmftiz£'9mm±.m&M&. mm 

FpdKCR©**COS - 118gia7VX7i^y3 >L 
( 3 ) g#i!Ste©$'J£ 

HM 4 (2) Tf© t>nfcig#±flt4i©I*£?£1?iE J £:S>J3£ L tZo t 
tzt>iz>. C 0 S - 1 M©±£ft±7S 4 5 u 1 {Ci >x o +-^-H? ■( 
1 0 mg/ml, Biozyme Laboratories) 5//1 
L. 3 7 °CT- 2 CRURIS * & tc s DMSOi:ifiL/; 

^SJcISB oc-Phe-Ser-Arg-MCA (<^f Ki^ 
rJt)£0. 1M Tr i s/HCl, pH8. 0T?#f?LfcO. 2 
mMgK/g&£ 5 0^1 jinx.. 4 °CT- 1 6 B$|SJKfE $ ■£ rt: 0 
fibjg&S: 4 8 5 nnu gfti&S 5 3 5 nmlC 6 & M 5t L 0 
©*§£. Trp-hBSSP-3 &f£3t LfcCOS - 1 ,«©±gft 

&± © £ £ ^ t hBS SP - 3 © -b U >^of7--b?Ky 'f 
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o 

Df7-S F > > tf ^ 0 T ft < f? 81 ? U > ^ ^ K ^ -< > £ X} K 

>/^|^3-Ft^fXBSSP-3 cDNA^I 
Ml Lfco L tzv V X B S S P - 3 c DNAIi, lo®?»J> 
? J)/ V t 4 > ^ 3o©X^ / <>yf-bt^^-yXf'f> l J >y 
hV ^ > <fc 1 oO-fe'J >^nf7-t'F'y - FLT^ 

/Co fiLfc7-)XBSSP-3 mRNAOlS^fi©^ 

-7^XBSSP-3 raRNA^ii: 
3(<l65Lt^S:t> Fa ©9 181*5 J:(^1b#T^< ML 

& IC . 7 0XBSSP-3 cDNA^ya-^i: LT, t hM 
cDNA7^7'J-^bt hBSSP-3 cDN A^^HI" S 
Zt\ztfL$)LtZo ZOmg, *%W%t>&, t hBSSP-3 c 
DNA^7-)XBSSP-3 cDNAO- & fi£ £ ¥ & £ *l S 
t> © <h ti Bfl t» ^ in 13 ft *) x loO^'J^/il/F/O, 4 o © X # 

£ tc # 3fl # & N b hBSSP-3 cDNAOH^^ 
7ciT7--fe*j£&* = - KtSDNA^COS - 1 « 
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-So L^*<oT, *^Hg©T^XBSSP-3 c DN Afcil/v 
OXBSSP-3 cDNAi^-F LT^ 

*3gBflcD t hBSSP-3 cDNAfcitft hBSSP- 

o 
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f* . 3fc © f E ffl 

1. E?>] #"t : 6 iC * "T -t? U > 7 n x 7 - -tf £ P] - © 7 ^ y $?E 
fcte^©-«^£ L < «IjlL/:7 = J S?E?iJ. *> S ^ li 

mm-or i / &mn*fcte*<D-&i> < x.&t> i < &fi & l^7 ^ 

2. E£J#^" : 6 {C?F^T i 5 7 8 & 8 2 2 £ T © 7 
i J Wt E?>1 ^ fc> S -tr U > 7 o r 7 - -tf K ,/ > t PI ~ © T ^ / ^ 
E?»J£*:W:*©-SB#fc5fct> L < teg&L/;7 ^ y KE?«K 

s y $?E?'J k i ft^*l£fcffi©7 s j tit&ttija £ tifcr ^ y KE^Jfc 

3. IB^'JS^ : 6 tC^-T T = y 4 0 ^ £ 1 1 2^'®7; 

y ke?ij ^ £ ft & ? u > ^ k y >iH-®7 ^ y &e?»j * ti 
7 i j mmm£fci±*<D-uwk%:*> l < teE&Lfcr * y s?e?ij 

? y y ^ ;b K y > * tz it % © $ # ^ 7 f- K 0 

4. E^"J#-t : 6 ICtk-T 7 i y f?#-t 1 1 7 2 1 7 £ Tr . # 
f 2 2 7 frb 3 2 7 #^-3 3 4 ^ t> 4 3 3 iti/:lif5 4 
4 7 *n t> 5 4 1 & (D T I J l> *Z Z> 7. ii y V * - V -? 
^-yXfO'J -yf (SRCR) K^>i0-©7;; ®?E?"j 
£ fcli t> L < teS& U;7 = y KE^K £> & W« 
|1J — ©7 = y &E ?IJ $ li * © - «B # £ t> L < til^L^7 ^ y 

ke^um i ft^ifcfi©7 s y at a< ft in $ titzr i y $?e?'J£#a 

■e«5SRCR K y ^ > ;£ ^ © Sfl # ^ 7 ^ K o 
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5. »3fc£ 1 4 (D^ttlfr 1 *Si-ie*c©-b ] ) y~? nx7--if 
N K -Y > £ & ^ ft £ <Z>^ # ^ 7 f- K £ =» - KtiDNA, 

6. It^lS 1 ^ t> 4 CD^-fn^ 1 lMiCHfi<K©-t? >J > "/n t 7 

. hV'fyt^tt^tl^oSB^^^'f- K * =i - FtSDNAiX h 

7. 5 £ fcii 6 (Cf5«c7)D NA^t^t^5M / <^- 

o 

8. ft$£ 7 {cis«©^^^ ^sis&s ftfc?i±o 

itS-b'J > 7 d x 7 - -t?\ Y * 4 >tizte*tib<DW£'<7 1 f- K 
©SSii&o 

10. is * ii i ^ £ 4 © ^ -f n & i ikc is ft © -t u >^of 7-t* 

11. ^ * ^ 1 ^ t> 4 O l.^ tl 1 3® tc IS © -b U >^OT7-t' 
. V * 4 y k L < te^ftt>©^#^7^ K £ te 5 £ 1* 6 
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SEQUENCE LISTING 

< 1 1 0 > Suntory Limi ted 

< 1 2 0 > Novel Serine Protease 

< 1 3 0 > STY- F867/PCT 

< 1 4 0 > 

< 1 4 1 > 

< 1 5 0 > 

< 1 5 1 > 1997- 07- 24 

< 1 6 0 > 6 

< 2 1 0 > 1 

< 2 1 1 > 20 

< 2 1 2 > DNA 

<2 1 3> Artificial Sequence 

< 2 2 0 > 

< 2 2 3 > Synthetic DNA 

< 4 0 0 > 1 
GTGCTCACNG CNGCBCAYTG 

< 2 1 0 > 2 

< 2 1 1 > 20 

< 2 1 2 > DNA 

<2 1 3> Artificial Sequence 

< 2 2 0 > 

< 2 2 3 > Synthetic DNA 

< 4 0 0 > 2 
AGCGGNCCNC CDGARTCVCC 

< 2 1 0 > 3 
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- < 2 1 1 > 2614 

< 2 1 2 > DNA 

< 2 1 3 > Mouse 

< 2 2 0 > 

< 2 2 3 > 

< 4 0 0 > 3 

cgagggtggg gtggaggtcg gactccgggc tacagagctc ctggcgctca tcgcctctgg 60 
ctccagcctt tgcttcgcgg ggctgaccct ttgggtcccg gtgtgatcct ccagctgccc 120 
cgggggctgg gacagcaggg cggcggcgcg agcgtgggag ggggctctag gactctgccg 180 
gccccgcccc gccccctccg cggggacccg gagcccagca tggaccacac tcggcgccgc 240 
agcc atg gcg etc gec cgc tgc gtg ctg get gtg att tta ggg gca ctg 289 
Met Ala Leu Ala Arg Cys Val Leu Ala Val He Leu Gly Ala Leu 
15 10 15 

tct gta gtg gee cgc get gat ccg gtc teg cgc tct ccc ctt cac cgc 337 
Ser Val Val Ala Arg Ala Asp Pro Val Ser Arg Ser Pro Leu His Arg 

20 25 30 

ccg cat ccg tec cca ccg cgt tec caa cac gcg cac tac ctt ccc age 385 
Pro His Pro Ser Pro Pro Arg Ser Gin His Ala His Tyr Leu Pro Ser 

35 40 45 

teg egg egg cca ccc agg ace ccg cgc ttc ccg etc ccg ctg egg ate 433 
Ser Arg Arg Pro Pro Arg Thr Pro Arg Phe Pro Leu Pro Leu Arg He 

50 55 60 

ccc get gee cag cgc ccg cag gtc etc age ace ggg cac acg ccc ccg 481 
Pro Ala Ala Gin Arg Pro Gin Val Leu Ser Thr Gly His Thr Pro Pro 
65 70 75 
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acg att cca cgc cgc tgc ggg gca gga gag teg tgg ggc aat gec acc 529 
Thr lie Pro Arg Arg Cys Gly Ala Gly Glu Ser Trp Gly Asn Ala Thr 
80 85 90 95 

aac etc ggc gtc ccg tgt eta cac tgg gac gag gtg ccg ccc ttc ctg 577 
Asn Leu Gly Val Pro Cys Leu His Trp Asp Glu Val Pro Pro Phe Leu 

100 105 110 

gag egg teg ccc ccg gec agt tgg get gag ctg cga ggg cag ccg cac 625 
Glu Arg Ser Pro Pro Ala Ser Trp Ala Glu Leu Arg Gly Gin Pro His 

115 120 125 

aac ttc tgc egg age ccg gat ggc teg ggc aga cct tgg tgc ttc tat 673 
Asn Phe Cys Arg Ser Pro Asp Gly Ser Gly Arg Pro Trp Cys Phe Tyr 

130 135 140 

egg aat gec cag ggc aaa gta gac tgg ggc tac tgc gat tgt ggt caa 721 
Arg Asn Ala Gin Gly Lys Val Asp Trp Gly Tyr Cys Asp Cys Gly Gin 

145 150 155 

ggc ccg gcg ttg ccc gtc att cgc ctt gtt ggt ggg aac agt ggg cat 769 
Gly Pro Ala Leu Pro Val He Arg Leu Val Gly Gly Asn Ser Gly His 
160 165 170 175 

gaa ggt cga gtg gag ctg tac cac get ggc cag tgg ggg acc ate tgt 817 
Glu Gly Arg Val Glu Leu Tyr His Ala Gly Gin Trp Gly Thr He Cys 

180 185 190 

gac gac caa tgg gac aat gca gac gca gac gtc ate tgt agg cag ctg 865 
Asp Asp Gin Trp Asp Asn Ala Asp Ala Asp Val He Cys Arg Gin Leu 

195 200 205 

ggg etc agt ggc att gec aaa gca tgg cat cag gca cat ttt ggg gaa 913 
Gly Leu Ser Gly He Ala Lys Ala Trp His Gin Ala His Phe Gly Glu 
210 215 220 
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-gga tct ggc cca ata ttg ttg gat gaa gta cgc tgc acc gga aac gag 961 
Gly Ser Gly Pro lie Leu Leu Asp Glu Val Arg Cys Thr Gly Asn Glu 

225 230 235 

ctg tea att gag caa tgt cca aag agt tec tgg ggc gaa cat aac tgt 1009 
Leu Ser He Glu Gin Cys Pro Lys Ser Ser Trp Gly Glu His Asn Cys 
240 245 250 255 

ggc cat aaa gaa gat get gga gtg tct tgt gtt cct eta aca gat ggt 1057 
Gly His Lys Glu Asp Ala Gly Val Ser Cys Val Pro Leu Thr Asp Gly 

260 265 270 

gtc ate aga ctg gca gga gga aaa agt acc cat gaa ggt cgc ctg gag 1105 
Val He Arg Leu Ala Gly Gly Lys Ser Thr His Glu Gly Arg Leu Glu 

275 280 285 

gtc tac tac aag ggg cag tgg ggg aca gtc tgt gat gat ggc tgg act 1153 
Val Tyr Tyr Lys Gly Gin Trp Gly Thr Val Cys Asp Asp Gly Trp Thr 

290 295 300 

gag atg aac aca tac gtg get tgt cga ctg ctg gga ttt aaa tac ggc 1201 
Glu Met Asn Thr Tyr Val Ala Cys Arg Leu Leu Gly Phe Lys Tyr Gly 

305 310 315 

aaa cag tec tct gtg aac cat ttt gat ggc age aac agg ccc ata tgg 1249 
Lys Gin Ser Ser Val Asn His Phe Asp Gly Ser Asn Arg Pro He Trp 
320 325 330 335 

ctg gat gac gtc age tgc tea gga aaa gaa gtc age ttc att cag tgt 1297 
Leu Asp Asp Val Ser Cys Ser Gly Lys Glu Val Ser Phe He Gin Cys 

340 345 350 

tec agg aga cag tgg gga agg cat gac tgc age cat aga gaa gat gtg 1345 
Ser Arg Arg Gin Trp Gly Arg His Asp Cys Ser His Arg Glu Asp Val 
355 360 365 
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ggc etc acc tgc tat cct gac age gat gga cat agg ctt tct cca ggt 1393 
Gly Leu Thr Cys Tyr Pro Asp Ser Asp Gly His Arg Leu Ser Pro Gly 

370 375 380 

ttt ccc ate aga eta gtg gat gga gag aat aag aag gaa gga cga gtg 1441 
Phe Pro He Arg Leu Val Asp Gly Glu Asn Lys Lys Glu Gly Arg Val 

385 390 395 

gag gtt ttt gtc aat ggc caa tgg gga aca ate tgc gat gac gga tgg 1489 
Glu Val Phe Val Asn Gly Gin Trp Gly Thr He Cys Asp Asp Gly Trp 
400 405 410 415 

acc gat aag cat gca get gtg ate tgc egg cag ctt ggc tat aag ggt 1537 
Thr Asp Lys His Ala Ala Val He Cys Arg Gin Leu Gly Tyr Lys Gly 

420 425 430 

cct gec aga gca agg act atg get tat ttt ggg gaa gga aaa ggc ccc 1585 
Pro Ala Arg Ala Arg Thr Met Ala Tyr Phe Gly Glu Gly Lys Gly Pro 

435 440 445 

ate cac atg gat aat gtg aag tgc aca gga aat gag aag gec ctg get 1633 
He His Met Asp Asn Val Lys Cys Thr Gly Asn Glu Lys Ala Leu Ala 

450 455 460 

gac tgt gtc aaa caa gac att gga agg cac aac tgc cgc cac agt gag 1681 
Asp Cys Val Lys Gin Asp He Gly Arg His Asn Cys Arg His Ser Glu 

465 470 475 

gat gca gga gtc ate tgt gac tat tta gag aag aaa gca tea agt agt 1729 
Asp Ala Gly Val He Cys Asp Tyr Leu Glu Lys Lys Ala Ser Ser Ser 
480 485 490 495 

ggt aat aaa gag atg etc tea tct gga tgt gga ctg agg tta ctg cac 1777 
Gly Asn Lys Glu Met Leu Ser Ser Gly Cys Gly Leu Arg Leu Leu His 
500 505 510 
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• cgt egg cag aaa egg ate att ggt ggg aac aat tct tta agg ggt gee 1825 
Arg Arg Gin Lys Arg He He Gly Gly Asn Asn Ser Leu Arg Gly Ala 

515 520 525 

tgg cct tgg cag get tec etc agg ctg agg teg gee cat gga gac ggc 1873 
Trp Pro Trp Gin Ala Ser Leu Arg Leu Arg Ser Ala His Gly Asp Gly 

530 535 540 

agg ctg ctt tgt gga get ace ctt ctg agt age tgc tgg gtc ctg aca 1921 
Arg Leu Leu Cys Gly Ala Thr Leu Leu Ser Ser Cys Trp Val Leu Thr 

545 550 555 

get gca cac tgc ttc aaa agg tac gga aac aac teg agg age tat gca 1969 
Ala Ala His Cys Phe Lys Arg Tyr Gly Asn Asn Ser Arg Ser Tyr Ala 
560 565 570 575 

gtt cga gtt ggg gat tat cat act ctg gta cca gag gag ttt gaa caa 2017 
Val Arg Val Gly Asp Tyr His Thr Leu Val Pro Glu Glu Phe Glu Gin 

580 585 590 

gaa ata ggg gtt caa cag att gtg att cac agg. aac tac agg cca gac 2065 
Glu He Gly Val Gin Gin He Val lie His Arg Asn Tyr Arg Pro Asp 

595 600 605 

aga age gac tat gac att gec ctg gtt aga ttg caa gga cca ggg gag 2113 
Arg Ser Asp Tyr Asp He Ala Leu Val Arg Leu Gin Gly Pro Gly Glu 

610 615 620 

caa tgt gee aga eta age acc cac gtt ttg cca gec tgt tta cct eta 2161 
Gin Cys Ala Arg Leu Ser Thr His Val Leu Pro Ala Cys Leu Pro leu 

625 630 635 

tgg aga gag agg cca cag aaa aca gee tec aac tgt cac ata aca gga 2209 
Trp Arg Glu Arg Pro Gin Lys Thr Ala Ser Asn Cys His lie Thr Gly 
640 645 650 655 
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tgg gga gac aca ggt cgt.gcc tac tea aga act eta caa caa get get 2257 
Trp Gly Asp Thr Gly Arg Ala Tyr Ser Arg Thr Leu Gin Gin Ala Ala 

660 665 670 

gtg cct ctg tta ccc aag agg ttt tgt aaa gag agg tac aag gga eta 2305 
Val Pro Leu Leu Pro Lys Arg Phe Cys Lys Glu Arg Tyr Lys Gly Leu 

675 680 685 

ttt act ggg aga atg etc tgt get ggg aac etc caa gaa gac aac cgt 2353 
Phe Thr Gly Arg Met Leu Cys Ala Gly Asn Leu Gin Glu Asp Asn Arg 

690 695 700 

gtg gac age tgc cag gga gac agt gga gga cca etc atg tgt gaa aag 2401 
Val Asp Ser Cys Gin Gly Asp Ser Gly Gly Pro Leu Met Cys Glu Lys 

705 710 715 

cct gat gag tec tgg gtt gtg tat ggg gtg act tec tgg ggg tat gga 2449 
Pro Asp Glu Ser Trp Val Val Tyr Gly Val Thr Ser Trp Gly Tyr Gly 
720 725 730 735 

tgt gga gtc aaa gac act cct gga gtt tat acc aga gtc ccc gec ttt 2497 
Cys Gly Val Lys Asp Thr Pro Gly Val Tyr Thr Arg Val Pro Ala Phe 

740 745 750 

gta cct tgg ata aaa agt gtc acc agt ctg taacttatgg aaagctcaag 2547 
Val Pro Trp He Lys Ser Val Thr Ser Leu 

755 760 
aaaatagtaa aacagtaacc attcagtctt catacttggc accatgccag aaaaaaaaaa 2607 
aaaaaaa 2614 

< 2 1 0 > 4 

< 2 1 1 > 761 

< 2 1 2 > PRT 

< 2 1 3 > Mouse 
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< 2 2 0 > 

< 2 2 3 > 

< 4 0 0 > 4 

Met Ala Leu Ala Arg Cys Val Leu Ala Val lie Leu Gly Ala Leu Ser 

15 10 15 

Val Val Ala Arg Ala Asp Pro Val Ser Arg Ser Pro Leu His Arg Pro 

20 25 30 

His Pro Ser Pro Pro Arg Ser Gin His Ala His Tyr Leu Pro Ser Ser 

35 40 45 

Arg Arg Pro Pro Arg Thr Pro Arg Phe Pro Leu Pro Leu Arg lie Pro 

50 55 60 

Ala Ala Gin Arg Pro Gin Val Leu Ser Thr Gly His Thr Pro Pro Thr 
65 70 75 80 

He Pro Arg Arg Cys Gly Ala Gly Glu Ser Trp Gly Asn Ala Thr Asn 

85 90 95 

Leu Gly Val Pro Cys Leu His Trp Asp Glu Val Pro Pro Phe Leu Glu 

100 105 110 

Arg Ser Pro Pro Ala Ser Trp Ala Glu Leu Arg Gly Gin Pro His Asn 

115 120 125 

Phe Cys Arg Ser Pro Asp Gly Ser Gly Arg Pro Trp Cys Phe Tyr Arg 

130 135 140 

Asn Ala Gin Gly Lys Val Asp Trp Gly Tyr Cys Asp Cys Gly Gin Gly 
145 150 155 160 

Pro Ala Leu Pro Val He Arg Leu Val Gly Gly Asn Ser Gly His Glu 

165 170 175 

Gly Arg Val Glu Leu Tyr His Ala Gly Gin Trp Gly Thr He Cys Asp 
180 185 190 
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Asp Gin Trp Asp Asn Ala Asp Ala Asp Val He Cys Arg Gin Leu Gly 

195 200 205 

Leu Ser Gly He Ala Lys Ala Trp His Gin Ala His Phe Gly Glu Gly 

210 215 220 

Ser Gly Pro He Leu Leu Asp Glu Val Arg Cys Thr Gly Asn Glu Leu 
225 230 235 240 

Ser He Glu Gin Cys Pro Lys Ser Ser Trp Gly Glu His Asn Cys Gly 

245 250 255 

His Lys Glu Asp Ala Gly Val Ser Cys Val Pro Leu Thr Asp Gly Val 

260 265 270 

lie Arg Leu Ala Gly Gly Lys Ser Thr His Glu Gly Arg Leu Glu Val 

275 280 285 

Tyr Tyr Lys Gly Gin Trp Gly Thr Val Cys Asp Asp Gly Trp Thr Glu 

290 295 300 

Met Asn Thr Tyr Val Ala Cys Arg Leu Leu Gly Phe Lys Tyr Gly Lys 
305 310 315 320 

Gin Ser Ser Val Asn His Phe Asp Gly Ser Asn Arg Pro He Trp Leu 

325 330 335 

Asp Asp Val Ser Cys Ser Gly Lys Glu Val Ser Phe He Gin Cys Ser 

340 345 350 

Arg Arg Gin Trp Gly Arg His Asp Cys Ser His Arg Glu Asp Val Gly 

355 360 365 

Leu Thr Cys Tyr Pro Asp Ser Asp Gly His Arg Leu Ser Pro Gly Phe 

370 375 380 

Pro He Arg Leu Val Asp Gly Glu Asn Lys Lys Glu Gly Arg Val Glu 
385 390 395 400 
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•Val Phe Vai Asn Gly Gin Trp Gly Thr He Cys Asp Asp Gly Trp Thr 
405 410 415 

Asp Lys His Ala Ala Val He Cys Arg Gin Leu Gly Tyr Lys Gly Pro 

420 425 430 

Ala Arg Ala Arg Thr Met Ala Tyr Phe Gly Glu Gly Lys Gly Pro He 

435 440 445 

His Met Asp Asn Val Lys Cys Thr Gly Asn Glu Lys Ala Leu Ala Asp 

450 455 460 

Cys Val Lys Gin Asp lie Gly Arg His Asn Cys Arg His Ser Glu Asp 
465 470 475 480 

Ala Gly Val He Cys Asp Tyr Leu Glu Lys Lys Ala Ser Ser Ser Gly 

485 490 495 

Asn Lys Glu Met Leu Ser Ser Gly Cys Gly Leu Arg Leu Leu His Arg 

500 505 510 

Arg Gin Lys Arg He He Gly Gly Asn Asn Ser Leu Arg Gly Ala Trp 

515 520 525 

Pro Trp Gin Ala Ser Leu Arg Leu Arg Ser Ala His Gly Asp Gly Arg 

530 535 540 

Leu Leu Cys Gly Ala Thr Leu Leu Ser Ser Cys Trp Val Leu Thr Ala 
545 550 555 560 

Ala His Cys Phe Lys Arg Tyr Gly Asn Asn Ser Arg Ser Tyr Ala Val 

565 570 575 

Arg Val Gly Asp Tyr His Thr Leu Val Pro Glu Glu Phe Glu Gin Glu 

580 585 590 

He Gly Val Gin Gin He Val He His Arg Asn Tyr Arg Pro Asp Arg 
595 600 605 
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Ser Asp Tyr Asp lie Ala Leu Val Arg Leu Gin Gly Pro Gly Glu Gin 

610 615 620 

Cys Ala Arg Leu Ser Thr His Val Leu Pro Ala Cys Leu Pro leu Trp 
625 630 635 640 

Arg Glu Arg Pro Gin Lys Thr Ala Ser Asn Cys His He Thr Gly Trp 

645 650 655 

Gly Asp Thr Gly Arg Ala Tyr Ser Arg Thr Leu Gin Gin Ala Ala Val 

660 665 670 

Pro Leu Leu Pro Lys Arg Phe Cys Lys Glu Arg Tyr Lys Gly Leu Phe 

675 680 685 

Thr Gly Arg Met Leu Cys Ala Gly Asn Leu Gin Glu Asp Asn Arg Val 

690 695 700 

Asp Ser Cys Gin Gly Asp Ser Gly Gly Pro Leu Met Cys Glu Lys Pro 
705 710 715 720 

Asp Glu Ser Trp Val Val Tyr Gly Val Thr Ser Trp Gly Tyr Gly Cys 

725 730 735 

Gly Val Lys Asp Thr Pro Gly Val Tyr Thr Arg Val Pro Ala Phe Val 

740 745 750 

Pro Trp lie Lys Ser Val Thr Ser Leu 
755 760 

< 2 1 0 > 5 

< 2 1 1 > 2562 

< 2 1 2 > DNA 

< 2 1 3 > Human 

< 2 2 0 > 

< 2 2 3 > 

< 4 0 0 > 5 
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ccg acg acg cgt ccg ccg ccg cct etc ccg cgc ttc ccg cgc ccc ccg 48 
Pro Thr Thr Arg Pro Pro Pro Pro Leu Pro Arg Phe Pro Arg Pro Pro 

15 10 15 

egg gcg etc cct gec cag cgc ccg cac gec etc cag gec ggg cac acg 96 
Arg Ala Leu Pro Ala Gin Arg Pro His Ala Leu Gin Ala Gly His Thr 

20 25 30 

ccc egg ccg cac ccc tgg ggc tgc ccc gec ggc gag cca tgg gtc age 144 
Pro Arg Pro His Pro Trp Gly Cys Pro Ala Gly Glu Pro Trp Val Ser 

35 40 45 

gtg acg gac ttc ggc gec ccg tgt ctg egg tgg gcg gag gtg cca ccc 192 
Val Thr Asp Phe Gly Ala Pro Cys Leu Arg Trp Ala Glu Val Pro Pro 

50 55 60 

ttc ctg gag egg teg ccc cca gcg age tgg get cag ctg cga gga cag 240 
Phe Leu Glu Arg Ser Pro Pro Ala Ser Trp Ala Gin Leu Arg Gly Gin 
65 70 75 80 

cgc cac aac ttt tgt egg age ccc gac ggc gcg ggc aga ccc tgg tgt 288 
Arg His Asn Phe Cys Arg Ser Pro Asp Gly Ala Gly Arg Pro Trp Cys 

85 90 95 

ttc tac gga gac gec cgt ggc aag gtg gac tgg ggc tac tgc gac tgc 336 
Phe Tyr Gly Asp Ala Arg Gly Lys Val Asp Trp Gly Tyr Cys Asp Cys 

100 105 110 

aga cac gga tea gta cga ctt cgt ggc ggc aaa aat gag ttt gaa ggc 384 
Arg His Gly Ser Val Arg Leu Arg Gly Gly Lys Asn Glu Phe Glu Gly 

115 120 125 

aca gtg gaa gta tat gca agt gga gtt tgg ggc act gtc tgt age age 432 
Thr Val Glu Val Tyr Ala Ser Gly Val Trp Gly Thr Val Cys Ser Ser 
130 135 140 
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-cac tgg gat gat tct gat gca tea gtc att tgt cac cag ctg cag ctg 480 
His Trp Asp Asp Ser Asp Ala Ser Val He Cys His Gin Leu Gin Leu 
145 150 155 160 

gga gga aaa gga ata gca aaa caa acc ccg ttt tct gga ctg ggc ctt 528 
Gly Gly Lys Gly He Ala Lys Gin Thr Pro Phe Ser Gly Leu Gly Leu 

165 170 175 

att ccc att tat tgg age aat gtc cgt tgc cga gga gat gaa gaa aat 576 
He Pro lie Tyr Trp Ser Asn Val Arg Cys Arg Gly Asp Glu Glu Asn 

180 185 190 

ata ctg ctt tgt gaa aaa gac ate tgg cag ggt ggg gtg tgt cct cag 624 
He Leu Leu Cys Glu Lys Asp lie Trp Gin Gly Gly Val Cys Pro Gin 

195 200 205 

aag atg gca get get gtc acg tgt age ttt tec cat ggc cca acg ttc 672 
Lys Met Ala Ala Ala Val Thr Cys Ser Phe Ser His Gly Pro Thr Phe 

210 215 220 

ccc ate att cgc ctt get gga ggc age agt gtg cat gaa ggc egg gtg 720 
Pro He He Arg Leu Ala Gly Gly Ser Ser Val His Glu Gly Arg Val 
225 230 235 240 

gag etc tac cat get ggc cag tgg gga acc gtt tgt gat gac caa tgg 768 
Glu Leu Tyr His Ala Gly Gin Trp Gly Thr Val Cys Asp Asp Gin Trp 

245 250 255 

gat gat gee gat gca gaa gtg ate tgc agg cag ctg ggc etc agt ggc 816 
Asp Asp Ala Asp Ala Glu Val lie Cys Arg Gin Leu Gly Leu Ser Gly 

260 265 270 

att gee aaa gca tgg cat cag gca tat ttt ggg gaa ggg tct ggc cca 864 
He Ala Lys Ala Trp His Gin Ala Tyr Phe Gly Glu Gly Ser Gly Pro 
275 280 285 
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gtt atg ttg gat gaa gta cgc tgc act ggg aat gag ctt tea att gag 912 
Val Met Leu Asp GIu Val Arg Cys Thr Gly Asn Clu Leu Ser He Glu 

290 295 300 

cag tgt cca aag age tec tgg gga gag cat aac tgt ggc cat aaa gaa 960 
Gin Cys Pro Lys Ser Ser Trp Gly Glu His Asn Cys Gly His Lys Glu 
305 310 315 320 

gat get gga gtg tec tgt ace cct eta aca gat ggg gtc ate aga ctt 1008 
Asp Ala Gly Val Ser Cys Thr Pro Leu Thr Asp Gly Val He Arg Leu 

325 330 335 

gca ggt ggg aaa ggc age cat gag ggt cgc ttg gag gta tat tac aga 1056 
Ala Gly Gly Lys Gly Ser His Glu Gly Arg Leu Glu Val Tyr Tyr Arg 

340 345 350 

ggc cag tgg gga act gtc tgt gat gat ggc tgg act gag ctg aat aca 1104 
Gly Gin Trp Gly Thr Val Cys Asp Asp Gly Trp Thr Glu Leu Asn Thr 

355 360 365 

tac gtg gtt tgt cga cag ttg gga ttt aaa tat ggt aaa caa gca tct 1152 
Tyr Val Val Cys Arg Gin Leu Gly Phe Lys Tyr Gly Lys Gin Ala Ser 

370 375 380 

gee aac cat ttt gaa gaa age aca ggg ccc ata tgg ttg gat gac gtc 1200 
Ala Asn His Phe Glu Glu Ser Thr Gly Pro He Trp Leu Asp Asp Val 
385 390 395 400 

age tgc tea gga aag gaa acc aga ttt ctt cag tgt tec agg cga cag 1248 
Ser Cys Ser Gly Lys Glu Thr Arg Phe Leu Gin Cys Ser Arg Arg Gin 

405 410 415 

tgg gga agg cat gac tgc age cac cgc gaa gat gtt age att gee tgc 1296 
Trp Gly Arg His Asp Cys Ser His Arg Glu Asp Val Ser He Ala Cys 
420 425 430 
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tac cct ggc ggc gag gga cac agg etc tct ctg ggt ttt cct gtc aga 1344 
Tyr Pro Gly Gly Glu Gly His Arg Leu Ser Leu Gly Phe Pro Val Arg 

435 440 445 

ctg atg gat gga gaa aat aag aaa gaa gga cga gtg gag gtt ttt ate 1392 
Leu Met Asp Gly Glu Asn Lys Lys Glu Gly Arg Val Glu Val Phe lie 

450 455 460 

aat ggc cag tgg gga aca ate tgt gat gat gga tgg act gat aag gat 1440 
Asn Gly Gin Trp Gly Thr lie Cys Asp Asp Gly Trp Thr Asp Lys Asp 
465 470 475 480 

gca get gtg ate tgt cgt cag ctt ggc tac aag ggt cct gec aga gca 1488 
Ala Ala Val He Cys Arg Gin Leu Gly Tyr Lys Gly Pro Ala Arg Ala 

485 490 495 

aga ace atg get tac ttt gga gaa gga aaa gga ccc ate cat gtg gat 1536 
Arg Thr Met Ala Tyr Phe Gly Glu Gly Lys Gly Pro He His Val Asp 

500 505 510 

aat gtg aag tgc aca gga aat gag agg tec ttg get gac tgt ate aag 1584 
Asn Val Lys Cys Thr Gly Asn Glu Arg Ser Leu Ala Asp Cys He Lys 

515 520 525 

caa gat att gga aga cac aac tgc cgc cac agt gaa gat gca gga gtt 1632 
Gin Asp lie Gly Arg His Asn Cys Arg His Ser Glu Asp Ala Gly Val 

530 535 540 

att tgt gat tat ttt ggc aag aag gec tea ggt aac agt aat aaa gag 1680 
He Cys Asp Tyr Phe Gly Lys Lys Ala Ser Gly Asn Ser Asn Lys Glu 
545 550 555 560 

tec etc tea tct gtt tgt ggc ttg aga tta ctg cac cgt egg cag aag 1728 
Ser Leu Ser Ser Val Cys Gly Leu Arg Leu Leu His Arg Arg Gin Lys 
565 570 575 
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egg ate att ggt ggg aaa aat tct tta agg ggt ggt tgg cct tgg cag 1776 
Arg lie lie Gly Gly Lys Asn Ser Leu Arg Gly Gly Trp Pro Trp Gin 

580 585 590 

gtt tec etc egg ctg aag tea tec cat gga gat ggc agg etc etc tgc 
Val Ser Leu Arg Leu Lys Ser Ser His Gly Asp Gly Arg Leu Leu Cys 

595 600 605 

ggg get acg etc ctg agt age tgc tgg gtc etc aca gca gca cac tgt 
Gly Ala Thr Leu Leu Ser Ser Cys Trp Val Leu Thr Ala Ala His Cys 

610 615 620 

ttc aag agg tat ggc aac age act agg age tat get gtt agg gtt gga 
Phe Lys Arg Tyr Gly Asn Ser Thr Arg Ser Tyr Ala Val Arg Val Gly 
625 630 635 640 

gat tat cat act ctg gta cca gag gag ttt gag gaa gaa att gga gtt 
Asp Tyr His Thr Leu Val Pro Glu Glu Phe Glu Glu Glu He Gly Val 

645 650 655 

caa cag att gtg att cat egg gag tat cga ccc gac cgc agt gat tat 
Gin Gin He Val He His Arg Glu Tyr Arg Pro Asp Arg Ser Asp Tyr 

660 665 670 

gac ata gec ctg gtt aga tta caa gga cca gaa gag caa tgt gee aga 
Asp lie Ala Leu Val Arg Leu Gin Gly Pro Glu Glu Gin Cys Ala Arg 

675 680 685 

ttc age age cat gtt ttg cca gec tgt tta cca etc tgg aga gag agg 2112 
Phe Ser Ser His Val Leu Pro Ala Cys Leu Pro Leu Trp Arg Glu Arg 

690 695 700 

cca cag aaa aca gca tec aac tgt tac ata aca gga tgg ggt gac aca 
Pro Gin Lys Thr Ala Ser Asn Cys Tyr lie Thr Gly Trp Gly Asp Thr 
705 710 715 720 
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gga cga gcc tat tea aga aca eta caa caa gca gec att ccc tta ctt 2208 
Gly Arg Ala Tyr Ser Arg Thr Leu Gin Gin Ala Ala He Pro Leu Leu 

725 730 735 

cct aaa agg ttt tgt gaa gaa cgt tat aag ggt egg ttt aca ggg aga 2256 
Pro Lys Arg Phe Cys Glu Glu Arg Tyr Lys Gly Arg Phe Thr Gly Arg 

740 745 750 

atg ctt tgt get gga aac etc cat gaa cac aaa cgc gtg gac age tgc 2304 
Met Leu Cys Ala Gly Asn Leu His Glu His Lys Arg Val Asp Ser Cys 

755 760 765 

cag gga gac age gga gga cca etc atg tgt gaa egg ccc gga gag age 2352 
Gin Gly Asp Ser Gly Gly Pro Leu Met Cys Glu Arg Pro Gly Glu Ser 

770 775 780 

tgg gtg gtg tat ggg gtg acc tec tgg ggg tat ggc tgt gga gtc aag 2400 
Trp Val Val Tyr Gly Val Thr Ser Trp Gly Tyr Gly Cys Gly Val Lys 
785 790 795 800 

gat tct cct ggt gtt tat acc aaa gtc tea gcc ttt gta cct tgg ata 2448 
Asp Ser Pro Gly Val Tyr Thr Lys Val Ser Ala Phe Val Pro Trp He 

805 810 815 

aaa agt gtc acc aaa ctg taattcttca tggaaacttc aaagcagcat 2496 
Lys Ser Val Thr Lys Leu 
820 

ttaaacaaat ggaaaacttt gaacccccac tattagcact cagcagagat gacaacaaac 2556 
ggcaag 2562 

< 2 1 0 > 6 

< 2 1 1 > 822 

< 2 1 2 > PRT 

< 2 1 3 > Human 
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< 2 2 0 > 

< 2 2 3 > 

< 4 0 0 > 6 

Pro Thr Thr Arg Pro Pro Pro Pro Leu Pro Arg Phe Pro Arg Pro Pro 

15 10 15 

Arg Ala Leu Pro Ala Gin Arg Pro His Ala Leu Gin Ala Gly His Thr 

20 25 30 

Pro Arg Pro His Pro Trp Gly Cys Pro Ala Gly Glu Pro Trp Val Ser 

35 40 45 

Val Thr Asp Phe Gly Ala Pro Cys Leu Arg Trp Ala Glu Val Pro Pro 

50 55 60 

Phe Leu Glu Arg Ser Pro Pro Ala Ser Trp Ala Gin Leu Arg Gly Gin 
65 70 75 80 

Arg His Asn Phe Cys Arg Ser Pro Asp Gly Ala Gly Arg Pro Trp Cys 

85 90 95 

Phe Tyr Gly Asp Ala Arg Gly Lys Val Asp Trp Gly Tyr Cys Asp Cys 

100 105 110 

Arg His Gly Ser Val Arg Leu Arg Gly Gly Lys Asn Glu Phe Glu Gly 

115 120 125 

Thr Val Glu Val Tyr Ala Ser Gly Val Trp Gly Thr Val Cys Ser Ser 

130 135 140 

His Trp Asp Asp Ser Asp Ala Ser Val He Cys His Gin Leu Gin Leu 
145 150 155 160 

Gly Gly Lys Gly lie Ala Lys Gin Thr Pro Phe Ser Gly Leu Gly Leu 

165 170 175 

He Pro He Tyr Trp Ser Asn Val Arg Cys Arg Gly Asp Glu Glu Asn 
180 185 190 
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He Leu Leu Cys Glu Lys Asp lie Trp Gin Gly Gly Val Cys Pro Gin 

195 200 205 

Lys Met Ala Ala Ala Val Thr Cys Ser Phe Ser His Gly Pro Thr Phe 

210 215 220 

Pro He He Arg Leu Ala Gly Gly Ser Ser Val His Glu Gly Arg Val 
225 230 235 240 

Glu Leu Tyr His Ala Gly Gin Trp Gly Thr Val Cys Asp Asp Gin Trp 

245 250 255 

Asp Asp Ala Asp Ala Glu Val He Cys Arg Gin Leu Gly Leu Ser Gly 

260 265 270 

lie Ala Lys Ala Trp His Gin Ala Tyr Phe Gly Glu Gly Ser Gly Pro 

275 280 285 

Val Met Leu Asp Glu Val Arg Cys Thr Gly Asn Glu Leu Ser He Glu 

290 295 300 

Gin Cys Pro Lys Ser Ser Trp Gly Glu His Asn Cys Gly His Lys Glu 
305 310 315 320 

Asp Ala Gly Val Ser Cys Thr Pro Leu Thr Asp Gly Val He Arg Leu 

325 330 335 

Ala Gly Gly Lys Gly Ser His Glu Gly Arg Leu Glu Val Tyr Tyr Arg 

340 345 350 

Gly Gin Trp Gly Thr Val Cys Asp Asp Gly Trp Thr Glu Leu Asn Thr 

355 360 365 

Tyr Val Val Cys Arg Gin Leu Gly Phe Lys Tyr Gly Lys Gin Ala Ser 

370 375 380 

Ala Asn His Phe Glu Glu Ser Thr Gly Pro He Trp Leu Asp Asp Val 
385 390 395 400 
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Ser Cys Ser Gly Lys Glu Thr Arg Phe Leu Gin Cys Ser Arg Arg Gin 

405 410 415 

Trp Gly Arg His Asp Cys Ser His Arg Glu Asp Val Ser He Ala Cys 

420 425 430 

Tyr Pro Gly Gly Glu Gly His Arg Leu Ser Leu Gly Phe Pro Val Arg 



Leu Met Asp Gly Glu Asn Lys Lys Glu Gly Arg Val Glu Val Phe He 

450 455 460 

Asn Gly Gin Trp Gly Thr He Cys Asp Asp Gly Trp Thr Asp Lys Asp 
465 470 475 480 

Ala Ala Val lie Cys Arg Gin Leu Gly Tyr Lys Gly Pro Ala Arg Ala 

485 490 495 

Arg Thr Met Ala Tyr Phe Gly Glu Gly Lys Gly Pro He His Val Asp 

500 505 510 

Asn Val Lys Cys Thr Gly Asn Glu Arg Ser Leu Ala Asp Cys lie Lys 

515 520 525 

Gin Asp He Gly Arg His Asn Cys Arg His Ser Glu Asp Ala Gly Val 

530 535 540 

He Cys Asp Tyr Phe Gly Lys Lys Ala Ser Gly Asn Ser Asn Lys Glu 
545 550 555 560 

Ser Leu Ser Ser Val Cys Gly Leu Arg Leu Leu His Arg Arg Gin Lys 

565 570 575 

Arg He He Gly Gly Lys Asn Ser Leu Arg Gly Gly Trp Pro Trp Gin 

580 585 590 

Val Ser Leu Arg Leu Lys Ser Ser His Gly Asp Gly Arg Leu Leu Cys 



435 



440 



445 



595 



600 



605 
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Gly Ala Thr Leu Leu Ser Ser Cys Trp Val Leu Thr Ala Ala His Cys 

610 615 620 

Phe Lys Arg Tyr Gly Asn Ser Thr Arg Ser Tyr Ala Val Arg Val Gly 
625 630 635 640 

Asp Tyr His Thr Leu Val Pro Glu Glu Phe Glu Glu Glu He Gly Val 

645 650 655 

Gin Gin He Val He His Arg Glu Tyr Arg Pro Asp Arg Ser Asp Tyr 

660 665 670 

Asp lie Ala Leu Val Arg Leu Gin Gly Pro Glu Glu Gin Cys Ala Arg 

675 680 685 

Phe Ser Ser His Val Leu Pro Ala Cys Leu Pro Leu Trp Arg Glu Arg 

690 695 700 

Pro Gin Lys Thr Ala Ser Asn Cys Tyr He Thr Gly Trp Gly Asp Thr 
705 710 715 720 

Gly Arg Ala Tyr Ser Arg Thr Leu Gin Gin Ala Ala He Pro Leu Leu 

725 730 735 

Pro Lys Arg Phe Cys Glu Glu Arg Tyr Lys Gly Arg Phe Thr Gly Arg 

740 745 750 

Met Leu Cys Ala Gly Asn Leu His Glu His Lys Arg Val Asp Ser Cys 

755 760 765 

Gin Gly Asp Ser Gly Gly Pro Leu Met Cys Glu Arg Pro Gly Glu Ser 

770 775 780 

Trp Val Val Tyr Gly Val Thr Ser Trp Gly Tyr Gly Cys Gly Val Lys 
785 790 795 800 

Asp Ser Pro Gly Val Tyr Thr Lys Val Ser Ala Phe Val Pro Trp He 
805 810 815 



2 1/22 



WO 99/05290 

Lys Ser Val Thr Lys Leu 
820 



PCT/JP98/03324 



2 2/22 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP98/03324 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 6 C12N15/57, C07K14/47, 16/40, C12N5/06, 9/64, C12P21/02 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 6 C12N15/57, C07K14/47, 16/40, C12N5/06, 9/64, C12P21/02 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CA (STN), REGISTRY (STN), Swiss-Prot /PIR/GENESEQ 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X, P 



A, P 



KARL PROBA, THOMAS P. GSCHWEND, PETER SONDEREGGER , 
"Cloning and sequencing of the cDNA encoding human 
neurotrypsin" , Biochimica et Biophysica Acta, 1998, 
Vol. 1396, No. 2, p. 143-147 

YOSHIRO YAMAMURA, KYOKO YAMASHIRO, NOBUO TSURUOKA, 
HIROSHI NAKAZATO, ATSUSHI TSUJIMURA, NOZOMI 
YAMAGUCHI, "Molecular Cloning of a Novel 
Brain-Specific Serine Protease with a Kringle-like 
Structure and Three Scavenger Receptor Cysteine-Rich 
Motifs", Biochemical and Biophysical Research 
Communications, 1997, Vol. 239, No. 2, p. 386-392 



1-11 



1-11 



| [ Further documents are listed in the continuation of Box C. | | See patent family annex. 



* Special categories of cited documents: U T" 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing date "X" 
"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) "Y" 
"O" document referring to an oral disclosure, use, exhibition or other 

means 

"P" document published prior to the international filing date but later than 

the priority date claimed "&" 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
31 August, 1998 (31. 08. 98) 



Date of mailing of the international search report 

8 September, 1998 (08. 09. 98) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No, 



Form PCT/ISA/210 (second sheet) (July 1992) 



ilSttJJH#-§- P C T/ JP 9 8/0 3 3 2 4 



A. 3gW<D«-rs»«P<D»« (BRWfff^JB (IPC) ) 

Int. C 1 6 C12N15/57, C07K1 4/4 7, 16/40, C12N 5/0 6, 9/64, C12P21 
/0 2 



W*SrfTofc*/MB»» (SBR4$flF5»i (IPC) ) 
Int. C 1 6 C 1 2 N 1 5/5 7, C07K1 4/4 7, 1 6/40, C12N5/0 6, 9/6 4, C12P21 
/O 2 



irai-c-CT L/ct^f-^^-^ {*f—9*<—*<D&ft % aaEiwttfflufcfliai) 

CA (STN) 

REG I S TR Y (STN) 

Swiss-Prot/PI R/GENES EQ 



C. 



9ijii:s:tt<© 

^7 ^ ^" y — * 






X, P 
A, P 


KARL PROBA, THOMAS P. GSCHWEND, PETER SONDEREGGER, "Cloning and 
sequencing of the cDNA encoding human neurotrypsin", Biochimi 
ca et Biophysica Acta, 1998, Vol. 1396, No. 2, p. 143-147 

YOSHIRO YAMAMURA, KYOKO YAMASHIRO, NOBUO TSURUOKA, HIROSHI NAKA 
ZATO, ATSUSHI TSUJIMURA, NOZOMI YAMAGUCHI, "Molecular Cloning o 
f a Novel Brain-Specific Serine Protease with a Kringle-like 
Structure and Three Scavenger Receptor Cysteine-Rich Motifs 
", Biochemical and Biophysical Research Communications, 1997, V 
ol. 239, No. 2, p. 386-392 


1-11 
1-11 



Taj «f^BB*oS>SXiR'Ctt/j:<. -«ttffi«*»ar*i- 

CO 

fPj HBRttMBBffir-C, a»o«**<B£«<z>S«8fc/j:5ttWi 



co 0 (Dig i^^e s axfc 

ct o"Cit*f£asfc^ i: fetus t<o 



3 1. 0 8. 9 8 



0 8.09 98 



B^S^fT/f ( I S A/ J P) 
1 0 0 — 8 9 1 5 



4 B 



9 16 5 



SI8S#-£- 03-3581-1101 3 4 4 9 



iSPCT/ISA/210 (g?2^-v=) (1 9 9 2¥7fl) 



i 



PATENT COOPERATION TREATY 



PCT/JP98/03324 







From the INTERNATIONAL BUREAU 


PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 


Tot 

ISHIDA,Takashi 

A. Aoki & Associates 2 
Toranomon 37 Mori Building 
5-1, Toranomon 3-chome _ - _ 
Mlnato-ku ^\ 
Tokyo 1 05-8423 L-&-J3-^ 
JAPON j 33-2,15 : 


Date of mailing (day/momh/year) 
04 February 1999 (04.02,99) 


/ 








Applicant's or agent's file reference / 
F867-PCT ' . / 


IMPORTANT NOTICE 


International application No, / 
PCT/JP98/03324 ^/ 


International filing date (day/momh/year) 

24 July 1998 (24.07.98) 


Priority date (day/month/year) 
24 July 1997 (24.07.97) 


Applicant 

SUNTORY LIMITED et al 



1- Notice is hereby given that the International Bureau has communicated, as provided In Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 
EP,US 

In accordance with Rule 47.1(e), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the International application has duly taken place on the date of mailing indicated above and no copy 
of the International application is required to be furnished by the applicant to the designated Office(s), 

2. The following designated Offices have waived the requirement for such a communication at this time; 

None 

The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (e-bis)), 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
04 February 1999 (04.02.99) under No. WO 99/06290 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54-2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date- 

tt is the applicant's sole responsibility to monitor the 1 9-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1 )) 

tf the applicant wishes to proceed with the international application in the national phase, he must within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide, 



The Internationa! Bureau of WIPO 


Authorized officer 






34, diermn des Colombettes 


J.Zahra 




1211 Geneva 20, Switzerland 






Facsimile No. (41-22) 740.14.35 


Telephone No. (41 -22) 338.83.38 




Form PCT/1B/308 (July 1996) 




2447855 



1^1 



m' ■ » - 

ttSJSI^ca:- i OEJUBW WPP 



(53 n* tib £i 


/TOT\ 




T2 4. 7. 98) 











<**r*m*. **t am F 8 6 7 — P CT 



SUNTOKY LIMITED 

T530-8203 B=*®^iEi?^^^1^^2TSl#4(>^ 

1-40, Dojimahama 2-chome, Kita-ku, Osaka-shi, OSAKA 530-8203 JAPAN 



□ 



is» taw 



JAPAN 



t*m mm : JAPAN 



flgaafc*?v»rg?ttHBA-cfts i 1 — 1 bzz! 1 — 1 1 — ' 



» n # * TSURUQKA Nobuo 
X567-0827 B2^^S5B5^7tCrf^ 7 -501 

18-7-501, Inaba-cho, Ibaraki-shi, OSAKA 567-0827 JAPAN 



IBS CM : E3$B JAPAN 


4mj : B*S JAPAN 



















#W± (7 7 5 1) 5 EB ' « ISHIDA Takashi 
1=105-8423 . B«iO*gft&l&£; PETS 5 # 1 -t 

A. A0KI & ASSOCIATES 

Toranombn 37 Mori Bldg. , 5-1, Toranomon 3-chome, Minato-ku, 
TOKYO 105-8423 JAPAN 



03-5470-1900 



03-5470-1911 



J 26282 



BKPCT/R /'lOMSlffllfO (l»9 8tp.7fl) 







Oj & ^ YAMASHIRO Kyoko 

Two vOW n^|N3/\KWi^J l»=vJ |<M U&rJ M W JW lv fcAi 

15-13-211, Kitayanagawa-cha Takatsuki-shi, OSAKA 569-0852 JAPAN 


[VJ WB(AfitHM**T*>*. 

— (zztzu&ettLJtte 


sn fw*j : JAPAN 


ffiw : B^g JAPAN 




Ik P _ . # YAMAGUCHI Nozomi 

T603-8146 S^»^^d[ES^nil^^^A/^T^P^ 
285-79 

285-79, Shingoryoguchi-cho, Terainachinishi-iru, Kuramaguchi-tori, 
Kita-ku, Kyoto-shi F KYOTO 603-8146 JAPAN 




s» <m*> i JAPAN 


m; = JAPAN 






\ 


| lflWA«0»-C»5. 

| | ma A&tfjgw»-g»g* 


tan om; i 








| 1 **A&tf*W*XfcS. 
L — 1 fZZtZf&&AtL£*f t 






[Hmtt^tOIBBAtMi *— ' bd !=! =L- 


j 1 ^Ptt»W»lA3ttt«WWttOfit«««gnx»^. 



tamper/no/ \ o i tw5»> ITeTi^TflT 



□ 



MW'*??* »aU*l, S D SuJen, 3 Z A 7 > K SnIIsad, X-T O Uf*Ada, Z W V»<7x 

ri © A ^rr-W&r s AM TA*>^7 Araonia, A Z Tif ^tV Aiorb»i J»n. 0 V ^?/U-^ fl«U«i» 

K O **** &yrt/u»n 4 K 21 *if7X9> Kazakhstan, MD «^K^7 JUpvbllc of *oldo«, RU ol^7 XiuaUn 
FaJtratlo/j. T J 9V**9> Tajikistan, KA^ > ^ TurfcataUMa. AV*- ffT fc VI I¥ttJ}*J*)<?5»*jai 

[V] E P H — a -x ✓^Wlf't 4 i A T sT-A 7 Auk rit t S 3S Mel*-, ^ K and 1- I AW X&wy fc*> 

^»$r*f y S»lt*cH*id M«d Ueehtenitola, O "V Cypm*. T> & e*r*»ny, TZ> K 0«oaark, S & 

A-W ^ Spain, F" Z 7 ^ V? > K Finland, PR 7 9 V* frmtt. O 13 ft(S United KU(4m, O 2% f l/Vf Cmtt, 
I T2& 7-f^»>K lr»l*i.d # I T 4#*JT luiy, t-T **d"fe Ui«^o«ri, MO Voiwco. NL 

KcchrrUrx/f, ^ T jjf/t* h Jtf/t* Portugal, 3 J£ * > S*od«n. y'<»J»ftW£#*ttlta^«&*«ttE^fc*tofl>ni 

f j OA OAP I <W^e^ t O X=" TA"*7 • 7r ^ Burkina Fuo. 2B J ftaaln, O JF* ^77^ Central Africa* 

Ropubllc. O O svrf- Coma,' O X a- H?^-* C*tid* Woir*. OM dm* roan, O -A. Cabco, 

GlsJ <Pc7 Cuincn. MX- ^ !/ Mali, MR y#^7 Mauritania, © =.^*-/t» Hlftr, 3 Nt**/t Snitpl, 
T E> *f-K Chad, fO r-^-Tog©. &tf77 !J *^»r**ttfc*>/ V/<-Bt«ff KJ7&tt««»fflTfc*tt*>(JI (M*>Bm 

I I A X_ 7*"<-7 Albania # □ LT !) h7-7 Lithuania 

I I J\.lSSt T***T Ar.«U □ I— X-7 ^-feX^/W^ Lux«iibewn 

I I AT ^- *M7 Au»;rlt M □ 1_ "V ?h^^7 L>tri. 

l~l At-T *-^^7^7 AotcnlU □ MO */*^K^T RtpuMtc of Holrfov* 

i~l A 7-tfAx<-f *J*e*s Arcrb*lJkfl □ MO KftfegMctr 

m B A • ^A^y»=f ^^-^ SocnU «nrf H«r**govlM I j M X K— 7HP-— 9 7#»*(U Th* f«r»*r TvcosUt 



( j 33 O ^117 Qulsaria^ "I j MW T77^< Malwt , 

j I © R 8r«tU □ MX y^i/a 

< I S "V *<?/*— ^ BeUm< W <=> Nor-ar 

CD A Canada N Z • tt—f'S K *Ct» Z^t-nd , T „. 

I I CHa^ L I ^W^avV t7"i^V»^-f *✓ □ ^ X» 

S^UxarlftiM) and LlwhUMflu J— | p T ^|.^ Percusal 

( 1 CN 9(B China , □ S*. <=> /HtsT RewnU 

r~l O U ^»-/< Cut* # ^ □ *LXJ- a*sT ftnulau Fedtraeiwi 

f~l O Z *-ay=a Ctech XepabUe f~l © 33 Sudan 

t~l H> E K^y Ganaay t □ 3 S ^7 Sradan 

□ E> 3eC f^-r-^ 0*ft«ark O 3 <^ ^^3t/#-/^ Slawwr* 

C3 E E K*^7 E«c«nla , CD ® X X«a^»A7 SlmnU 

r \ S: S W> Spain □ S K Av#7*T Slovakia, 

I 1 y I 7-f V9>K rinUnd d] s I- J^at f ■ W^-Jk Sierra Le*ae 

rn OB KSS Uniud Kiiigdoa CD *T J *'JPX#> Tajikistan 

I J O E ^A/^T Ceorfla CD ^ M f/w^ ^^^^ f -Turkmiiiatoo 

I I O- K 11 CHaaa □ ^ ^ ^ 3 TBl *n 

CD OM «rvtf7 CAnbii CD TT MJ-fyK - h-<* Trinidad and Tobw 

CD O-W ■ CuUaa-Biauu CD ^ A Ukraln. „„... 

CD ^ ^ ^ «a 7^7 CroatU □ X-7 O 7«f>^ Uftn^ 

f 1 M T-7 y — H«nittr/ Pvl TJT 3 UMt«d St«t«* of Aotrlea 

L. I X O tzsh'+tsT Indent)* 

CD I I- •< *52e./v tsrmcl ; □ UZ ^X*<^X* V UxbtkUtan , 

j 1 I S 7-f?.^^K (coiaftd C] V K y^a^ti Vltt Km r 

CD J Jft{»Aft t ... □ »-^7 7*^7 Ytt|olit»4 

CD -7*^7 Ktnrs CD Z W 4>W<Tst Ziabab»e 

CD 3E<0 ^r!y«ta 0 # CtTOOf*, ^ «»*0«f7» AMWttttffl fc -a fcK*mS (» 

CD KH UIS KwiMU of Kor«a f*i**»*>fcM>tI> tSJtAotOrfco 

□ KZ VW*9> KatakfeatMi t CD 

CD O Y • /UV7 Saint UeU CD 

□ Sri Unk» CD 

CD 2^. V"<V7 Liberia CD 

CD I- S Uiotha t ^ CD 



tm Mamxmmam****** tmmmizmML>*mxwj t *m*ttirT 

&m *&u*e>e*wmA*G&m%m (smwpwGit* a r i po#f? * * #tr- oap turn eBm+s. 

ars (&m#tF<MM Ant po#n-*>-9*>Tim ?-a cap t#m 

frj &vmtz#**Ta&BXt*OAP turn** tMtmm xtt mtum jt*. ms* tern xtt r-mmts 

z*?#&m* tmvm<*>&*} •?A**Jt<9firjemxfito a p t#??em#^ *H*j%e>mmwxt±oAP t#tf&8ttz. m#Kxmmmm 

tmnff*Bxtt&wmB exxt*. 

<*iomvtmtz#> » T#*mm*iA * i PQ<n#r?mmv*>z£ 

2. mm**'* mvmiz&ft&astL&mmnxxizsBL, **>x9fr6>k*YM>*>B*m<z*t*B+**t+ 



iv tag om # 
ft % 







m ■ 


FUKUMOTO Tsumoru 


BB 


m 




TQDA Toshio 




n 




NISHIYAMA Masaya 


□ 






HIGUCHI Sotoji 



#S± (8133); 

cS3tfcD&"0£(;:|S) C The same address as Box IV 



aStl'eVRO/10 1 (SttJHIS) U998*7fl) 



{0. A. ¥) 


• 


* o m « 








{ i> 

Zl 07. . 97 


«ffig¥ 9 -213969^ 


B*H JAPAN 






(2) 










(3) 











ft 



a/s^^h mm*, i omuim , mm****®, 



I 3 J 2P 



was* 



■ - 5 

#*9fc CK*f**6ft<> - ■ ■ • 

«3»t(D«H ......... 

JStSW 

Bffi 13 

22 * 



28 
2 

1 



71 



E fa 



MS* 



•|j?.F#!z 



P EB fij * 



5 OJ » * 



P * » 3£r& 





2, BE 











SKPCT/RO/l 0 1 (ett/Btft) (1 »98<f Tfl) 



epffil # » * * * * * # 

K^yf pct 

(PCT18^ PC T^IU43 > 44] 



ffiJKAXttftSA 

<£>SHSfE-§- F867-PCT 


^»©^«#K:oV^I4, H»«3iE«#<DilSf+afei«^:(PCT/I SA/2 2 0) 


Better r/ 

PCT/ JP98/03324 


(0.^.¥). 2 4 - 0 7. 9 8 


(H.J!.¥) 24 - O^ 7 - 9 7 





BB»»i3!E«BBaJfpjsdiufcwOEgBaiaE*#s:«feafifTaiijiK4i* (pcti 8^) ro^;e{c : e£^ttjEiAK:i£tt-t--5 0 



[x] rwffl^ffirai^l^&ffi^tbfcfeO 

□ HJ«Aa«r©Ea{BaHiH:BiJtc«tULfct>© 

4.- 369§0>*Wtt (x] fflKAj4MtffiUfct>0>&*»ta a 



□ »ra«||c*StbTV^5J:3{w, ifclfifTaiiJS&47* (p CTk»J38. 2(b)) ©«5£|c«fc0 



6. t>K4**£;h,.5iatt» 

* Oati-5. □ ittHAj»s*U!:i:*i0-efc5. S L 

□ ffl«Attia*r^$**»ojt a 



I^PCT/ISA/2 10 1^) ( 1 9 9 2^7^) 



* 



litUISf TCT/ J P 9 8/0 3 3 2 4 



a. (SR^ir^ts (ipc) ) 

Int. CI" C12N15/57, C07K1 4/4 7, 16/40, C12N5/0 6, 9/64, C12P21 
/0 2 



W3S«rtTofc*/M8»» (Bl^ltSMTTPC)) : " ; 

Int. CI 6 C12N15/57, C07K14/47, 1 6/40, C12N5/0 6, 9/6 4, C12P21 
/O 2 



CA (STN) 

REG I STRY (STN) 

'Swiss— Pro t/p-I R/G ENESEQ 



x, p 



A, P 



KARL PROBA, THOMAS P. GSCHWEND, PETER SONDEREGGER, "Cloning and 
sequencing of the cDNA encoding human neurotrypsin", Biochimi 
ca et Biophysica Acta, 1998, Vol. 1396, No. 2, p. 143-147 

YOSHIRO YAMAMURA, KYOKO YAMASHIRO, NOBUO TSURUOKA, HIROSHI NAKA 
ZATO, ATSUSHI TSUJIMURA, NOZOMI YAMAGUCHI, "Molecular Cloning o 
f a Novel Brain-Specific Serine Protease with a Kringle-like 
^Structure and Three Scavenger Receptor Cysteine-Rich Motifs 
".Biochemical and Biophysical Research Communications, 1997 V 
ol. 239, No. 2, p. 386-392 



1-11 



1-11 



TLj «3fe*^SSJr*«*«iei--5S:ifiltXH:te<Z)*tt©*tf 
B ^ L < fifth, <7)^giJ/£S* £5t£-T 5 fc 5 



r&j m-'*^^ h7 7 5 y-3afft 



3 1. 0 8. 98 



B^BtSfF/f ( I S A/ J P) 
gH3!#-5§- 100-8915 



0 8.09 98 



pjg 



4 B 



9 16 5 



03-3581-1 101 fti® 3 4 4 9 



iXPCT/ISA/2 10 (12^-v;) (1 9 9 2¥>fl) 



